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Period fo7 Re^^ " COmmunicatio » «W>™» " the cove r sheet with the correspondence sLess - 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTHS FROM 
THE MAILING DATE OF THIS COMMUNICATION " MONTH(S) FR0M 

* » W ^t^ .nno eV ent, h owe V e rtm a yar ep, ybe , m e, y n,e d 

- Failure to reply within the set or extended period for reolv will hv «;i fl t..t» LllJL VJ« JT ? . L ( } M ° NTHS from the mai, 'ng date of this communication. 

Status 

^M Responsive to communications) filed on 7/18/01. 8/9/01. 5/10/02 and a/po/n? 
2a)D This action is FINAL. 2b)E This action is non-final. 

3) D S S appli ° ation is J n c ° nditi °n allowance except for formal matters, prosecution as to the merits is 
Disposition of Claims' 0 6 " ^ E * ^ Qt/ay/e ' 1 935 C D " 1 1 453 0* *3. 

4) I3 Claim(s) 7^3 is/are pending in the application. 
4a) Of the above claim(s) 1-6 and 21-23 is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

Q)M Claim(s) 7^20 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) Q The specification is objected to by the Examiner. 

1 0)8 The drawings filed on 13 April 2001 is/are. a)E| accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 85(a) 
1 1 )□ The proposed drawing correction filed on is: a )D approved b)Q disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§119 and 120 

1 3) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 1 9(a)-(d) or (f). 

a)DAII b)D Some*c)D None of: 

1 •□ Certified copies of the priority documents have been received. 

2. D Certified copies of the priority documents have been received in Application No. 

3. D Copies of the certified copies of the priority documents have been received in this National Staae 

application from the International Bureau (PCT Rule 17 2(a)) "«n"°nai wage 

See the attached detailed Office action for a list of the certified copies not received. 
1 m Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 1 9(e) (to a provisional application). 

^r-i a i T Th f translalion of the fore '9 n language provisional application has been received 
15)U Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121 
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Art Unit: 1652 

The examiner mistakenly examined groups I-VI, claims 1-6, even though 
applicants elected group VII, claims 7-20 in Paper No. 10. Accordingly 
another action is done herewith that supercedes the previous action mailed 
11/5/02, Paper No. 11. This action completely replaces the previous action. 

Applicant's election with traverse of claims 7-20 in Paper No. 10 is 
acknowledged. The traversal is on the ground(s) that Groups I-v all encom- 
pass SEQ ID NO:l, with the other groups claiming expanded regions, Group VI 
also comprises SEQ ID NO:l and highlights variations and further that there 
must be a serious burden upon the examiner. Applicants also argue that "the 
product as claimed can be used in a materially different process" and « [i]t 
is the enzymatic activity of the polypeptide [of Groups I-VI] that makes it 
an effective therapeutic... [and] the therapeutic capability...cannot be divorced 
from the enzyme's activity". They further argue that "separate status of the 
art may be shown by citing patents" and that Groups V-VI fall within one 
class (435) and subclass (232)...[a»d that] Groups VII and VIII also fall with- 
in the same class (435)". This is not found persuasive because Group VI ap- 
parently is a structurally different product from Groups I-V; even though the 
enzymatic activity is what is the therapeutic use, the enzyme could be used 
for other purposes such as its enzymatic activity not related to treatment; 
though some of the groups are classified in the same class, they are not 
classified in the same subclass. In this regard it is noted that there is a 
typographical error in the classification of Group VII, which should be class 
424, subclass 94.1. 

The requirement is still deemed proper and is therefore made FINAL. 
Claims 1-6 and 21-23 are withdrawn from further consideration pursuant 
to 37 CFR 1.142(b), as being drawn to a nonelected invention, there bei, 



ng no 
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allowable generic or linking clai m . Applicant timely traversed the restric- 
tion (election) requirement in Paper No. 10. 



The disclosure is objected to because of the following informalities: 
in addition to the objection to the drawings shown on the enclosed PTO- 

948, the examiner objects to Figures 5 and e. 

ngures o and 6. The numbers shown at the top 

of the figures do not line up with the lanes on the gel. 

in paragraph 36, Figure 10 is stated as ^ ef f ectiveness o£ 

L-histidinol as a single agent and in combination with HAL. The instant 
figure apparently only shows the effect of L-histidinol alone, not with HAL. 

in the amendment filed 7/15/01, it is requested that paragraph 00127 be 
substituted for. Apparently the correct paragraph is 00128. The examiner 
has made an attempt to change the entry of the instant amendment but the red 
ink used was permanent. The simplest way to remedy this is to delete what 
was in the previous amendment and substitute paragraphs 00127 and 00128. 

in the amendment filed 7/18/01 changing the description of Figure 14 
the sequences are disclosed as "43-64, respectively". This is 22 sequences 
and there are only 21 sequences in the figure. 

in the same amendment, Table 1 is indicated as including SEQ ID NO:l- 
27, while there are only 19 sequences in the table. A l so , "coordinates" in 

Table 1 apparently is meant to refer to the r^-iH„ a 

1 zo cne re sidue positions. This is not 

understood as e.q. SEO in md.i k=„ n . , 

9- bEQ ID NO.l has 37 rescues (araino acids) but the "coor- 
dinates- for the first sequence in TabU i are 8 3a- 8 6,. Mso, S E5 „ 
and 8-U are a„ino acid sequences, not nucleotide sequences as shown in T , b i. 



l. 
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In paragraph 133 it is stated that the data from the sequence analysis 
of the 55 kDa protein is shown in Figure 2. Figure 2 only shows 3 short 
sequences, so it does not show the data from the sequencing. 

In paragraph 146, line 4, it is stated that "below is a graph". No 
graph is seen below. 

Appropriate correction is required. 



Claims 10, 12 and 13 are rejected under 35 U.S.C. 112, second para- 
graph, as being indefinite for failing to particularly point out and dis- 
tinctly claim the subject matter which applicant regards as the invention. 

Claim 10 is indefinite in the recitation of "a patient in need of 
treatment" . Who is such a patient? How is such a patient determined? From 
what is such a patient suffering? 

Claim 12 is confusing in that it depends upon a claim that was not 
elected for prosecution. 

Claim 13 is indefinite in the recitation of "and administering to said 
patient... a chemotherapeutic agent" . It is not clear from the language of the 
claim whether the chemotherapeutic agent is in addition to the lyase or if it 
is the same agent. A recitation of "and also [or additionally] administering 
to said patient... a chemotherapeutic agent" would overcome this rejection. 



Claims 7-20 are rejected under 35 U.S.C. 112, first paragraph, as con- 
taining subject matter which was not described in the specification in such a 
way as to reasonably convey to one skilled in the relevant art that the in- 
ventor (s), at the time the application was filed, had possession of the 
claimed invention and in such a way as to enable one skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and/or 
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use the invention. This is . cognation written description and enabled 
rejection. 

The specification teaches that the histidine ammonia lyase from Coryne- 
2»ct S ri.c... is relatively resistant to L-histidinol (HAL) and will inhibit 
the production of SO me viruses and will do this even better in the presence 
of L-histidinol. It does not show the effect of using HAL with other histi- 
dine analogs. HAL has also been shown to inhibit the growth of certain can- 
cer cell lines. However, other histidine ammonia lyases have not been shown 
to have these effects, nor has HAL or any other histidine ammonia lyase been 
shown to deliver an immunosuppressant to a patient as in claims 16 -20. None 
of the instant claims are limited to the embodiments discussed and therefore 
it is maintained that one of ordinary skill in the art would not believe that 
applicants had possession of the claimed invention when the application was 
filed. Also, one of ordinary skill in the art would not be taught by the 
instant specification how to make and/or Use invention within the scope of 
the instant claims. 



The following is a quotation of 35 u.S.c. 103(a) which forms the basis 
for all obviousness rejections set forth in this Office action: 

dJsc^r Ts C TLl\flTft^ is not identically 

differences between the llZrt I ., 102 ° f this title ' if the 

art are such t^^^^Si^L 8 ^! 0 * "* th& ^ 
the time the invention was made to" P^rsof Wina bee " ° bVi ° US at 

art to which said subject matter Lrt J^ .^ving ordinary skill in the 
negatived by the manner LIS E^ioTE^* ^ * 

Claims 13-14 are rejected under 35 U.S.C. 103(a) as being unpatentable 

over either of Roberts =>i -r , 

Derus ' et al - (Al) or Jack, et al tv>~ 

/ di, . The two references 

teach the treatment of tumors with histidase. Reference is made to the 35 



Application/Control Number: 09/833,745 Page 6 

Art Unit: 1652 

USC § 112 second paragraph rejection supra where it is stated that claim 13 
is not clear as to whether the lyase is the chemotherapeutic agent or whether 
it is intended to claim an additional chemotherapeutic agent. The amount 
that is therapeutic could have been determined by trial and error. It is not 
known whether the non-diseased cells enter a reversible quiescent state but 
absent convincing proof to the contrary it is maintained that this is inher- 
ent. The motivation would have been to treat disease. 

Claim 13 is rejected under 35 U.S.C. 103(a) as being unpatentable over 
Roberts, et al. (Al) or Jack, et al . (A5) in view of either of Shittigar (A) 
or Kinstler, et al. (B) . Roberts, et al . and Jack, et al . have been charac- 
terized supra. Shittigar teaches in the paragraph spanning columns 2-3 that 
polyethylene glycol increases the biological half life and reduces the immun- 
ogenicity of an enzyme. Kinstler, et al . teach in column 1, lines 34-55 that 
polyethylene glycol protects enzymes from proteolysis. It would have been 
obvious to one of ordinary skill in the art to use polyethylene glycol (PEG- 
ylation) on the enzyme taught by Roberts, et al . or Jack, et al . , absent un- 
expected results. The motivation would have been to protect against proteo- 
lysis, increase half life and/or reduce the immunogenicity . 

Any inquiry concerning this communication or earlier communications 
from the examiner should be directed to Charles L. Patterson, Jr., PhD, whose 
telephone number is 703-308-1834. The examiner can normally be reached on 
Monday - Friday, 7:30-4:00. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Ponnathapura Achutamurthy can be reached on 703-308- 
3804. The fax phone number is 703-308-4242. 
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Any inquiry of a general nature or relating to the status of this 
application or proceeding should be directed to the receptionist whose 



telephone number is 703-308-0196. 




Primary Examiner 
Art Unit 1652 



Patterson 
February 25, 2003 



